While research on the actions of ethanol at the GABAergic synapse has focused on postsynaptic mechanisms, recent data have demonstrated that ethanol also facilitates GABA release from presynaptic terminals in many, but not all, brain regions. The ability of ethanol to increase GABA release can be regulated by different G protein-coupled receptors (GPCRs), such as the cannabinoid-1 receptor, corticotropin-releasing factor 1 receptor, GABA B receptor, and the 5-hydroxytryptamine 2C receptor. The intracellular messengers linked to these GPCRs, including the calcium that is released from internal stores, also play a role in ethanol-enhanced GABA release. Hypotheses are proposed to explain how ethanol interacts with the GPCR pathways to increase GABA release and how this interaction contributes to the brain region specificity of ethanol-enhanced GABA release. Defining the mechanism of ethanol-facilitated GABA release will further our understanding of the Abbreviations: cAMP, 3′-5′-cyclic adenosine monophosphate; 5-HT 2C , 5-hydroxytryptamine 2C; ATP, adenosine-5′-triphosphate; baf A 1 , bafilomycin A 1 ; CB1, cannabinoid-1; CeA, central nucleus of the amygdala; CRF, corticotropin-releasing factor; DAG, diacylglycerol; eIPSC, evoked inhibitory postsynaptic current; GABA, gamma-aminobutyric acid; GPCRs, G protein-coupled receptors; IP 3 , inositol 1,4,5-trisphosphate; mIPSC, miniature inhibitory postsynaptic current; PPR, paired pulse ratio; PCPA, parachlorophenylalanine; PLC, phospholipase C; PKA, protein kinase A; PKC, protein kinase C; RyR, ryanodine receptor; SERCA, sarco(endo)plasmic reticulum Ca 
